Materials and Methods

Isolation, culture and infection of rat ventricular myocytes
Ventricular myocytes from adult male Wistar rats (160-180 g) were obtained using an enzymatic technique as previously described. 1 Freshly isolated cells were suspended in minimal essential medium (MEM: M4780; Sigma) containing 1.2 mM Ca 2+ , 2.5% fetal bovine serum (FBS, Invitrogen, Cergy-Pontoise, France), 1% penicillin-streptomycin and 2%
HEPES (pH 7.6) and plated on laminin-coated culture dishes (10 µg/ml, 2h) at a density of 
Electrophysiological experiments
The whole cell configuration of the patch-clamp technique was used to record the CNGA2 Switzerland). Cell lysates were centrifuged at 13,000 rpm at 4°C for 10 min and protein concentrations in the supernatants were determined by bicinchonic acid assay. Seventy-five micrograms of protein was used for the PDE assay.
Cyclic GMP-PDE activity was measured according to the method of Thompson and EDTA in 40 mmol/L Tris-HCl (pH 7.4) followed by heat inactivation in a boiling water bath for 1 min. The PDE reaction product 5′-GMP was then hydrolyzed with 50 μg of Crotalus atrox snake venom (Sigma) for 20 min at 33°C, and the resulting guanosine was separated by anion exchange chromatography using 1 ml of AG1-X8 resin (BioRad) and quantitated by scintillation counting. PDE5 activity was determined as the fraction of cGMP-PDE activity inhibited by 100 nmol/L sildenafil.
Preparation of membrane fraction
Freshly isolated ARVMs were seeded at a density of 500,000 cells per dish. 
Guanylyl cyclase assay
Membrane fractions containing 100 µg protein were first centrifuged at 20,000 g for 15 min 
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Immunocytochemistry
Cardiomyocytes attached onto coverslips were rinsed with phosphate-buffered saline solution (PBS), fixed in paraformaldehyde 4% (5 min) and washed in PBS. The cells were then permeabilized in Triton X-100 0.5% (15 min), washed in PBS-BSA 1% and incubated with antibody against PKG (dilution 1:800, 1h, 37ºC). This antibody was a generous gift from Dr
